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DETAILED ACTION 

An amendment was received and entered on 6/10/04. New claim 70 was added. 
Claims 34, 46-64 and 70 are pending and under consideration in this Office 

Action. 

Previously it was indicated that claim 34 was allowable. After further 
consideration, and careful consideration of the specification as filed and the Declaration 
of Dr. di Giovine filed 3/2/01 , this finding is withdrawn. See below for a detailed 
discussion. 

Prosecution History 

The specification as filed indicated that Applicant had discovered a novel allele of 
IL1-beta comprising a G residue at position +6912, whereas the prior art disclosed a C 
residue at this position. The specification disclosed SEQ ID NOS: 1 and 2, and Figures 
1 and 2, each of which was 9721 nucleotides in length. However, these sequences as 
originally filed all disclosed a G at +6912 (position 8845 of the SEQ ID NOS), and the 
specification as filed did not disclose any 9721 nucleotide sequence with a C at position 
+6912. A search of the prior art revealed that position +6912 of IL-1 B was known to 
be a G and not a C residue, and claims were rejected under 35 USC 102 over the prior 
art (Clark et al) in the Office Action of 3/29/2000. Applicant subsequently amended the 
specification and Sequence Listing, and indicated that the identification of the novel 
allele as having a G residue at position +6912 was an inadvertent error, and that the 
invention comprised a C residue at position +6912, whereas the prior art allele 
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comprised a G at this position. The next Office Action indicated that this amendment 
introduced new matter into the disclosure, and that in order to overcome the new matter 
rejection, Applicant needed to establish that, at the time of filing, they were in 
possession of the claimed invention, i.e. a polynucleotide identical to that disclosed in 
Figure 1 , except that it comprises a C rather than a G at position 6912. Furthermore 
Applicant needed to establish that the IL-IB sequence comprising a G residue at 
position 6912 (human IL-IB GEN XO4500) was recognized in the prior art as the wild 
type sequence, and that the nucleic acid of the instant invention was, in fact, not wild 
type. In response Applicant submitted the declaration of Dr. di Giovine on 3/2/01 , that 
indicated that the prior art taught a G at position +6912, that a C at this position had 
been discovered by Applicant, and that Applicant had named the prior art allele 
comprising G at 6912 as "allele 1" and the allele comprising C at 6912 as "allele 2". The 
declaration was supported by output from an automated nucleic acid sequencer 
showing approximately 340 bases of sequence, including a C at position 199, which 
appeared to correspond to position +6912 of the IL-1B sequence. Declarant also 
indicated that the specification taught that allele 1 was the more frequently occurring 
allele in nature, and so it could be considered the wild type allele. Based on this 
declaration, the new matter rejection was withdrawn. After further consideration, it is 
found that the rejection was withdrawn in error, and that amendments to the 
specification, figures, and Sequence Listing that indicate that position +6912 of alleles 1 
and 2 are G and C residues, respectively, introduce new matter into the disclosure as 
discussed more fully below. 
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Specification 

The amendment filed 7/3/2000 is objected to under 35 U.S.C. 132 because it 
introduces new matter into the disclosure. 35 U.S.C. 132 states that no amendment 
shall introduce new matter into the disclosure of the invention. The added material 
which is not supported by the original disclosure is as follows: 

The amendment to page 4, line 27 changing guanine to cytosine is new matter. 

The amendments to page 6 lines 32 and 33, page 10, line 11, page 37, line 8, 
and page 38, line 8, requiring substitution of cytosine (c) for guanine (G) and vice versa, 
are new matter. 

The amendment at page 38, line 1 1 replacing "2" with --1-- is new matter. 
Figure 2D filed 2/8/2002 comprises new matter in that it comprises a C residue at 
position 6912. 

The Sequence Listing submitted 1/26/04 comprises new matter in that it 
comprises as C residue at position 8845 of SEQ ID NO:2. 

In support of the preceding amendments, Applicant argued that the indication in 
the specification as filed that alleles 1 and 2 comprised C and G residues, respectively, 
at position 6912 was an inadvertent error, and that alleles 1 and 2 actually comprised a 
G and C residues respectively at position 6912. This argument was subsequently 
supported by the declaration of Dr. di Giovine on 3/2/2001 . The declaration indicated 
that the prior art taught a G at position 6912, that a C had been discovered by Applicant, 
and that Applicant had named the prior art allele comprising G at 6912 as "allele 1" and 
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the allele comprising C at 6912 as "allele 2". The declaration was supported by output 
from an automated nucleic acid sequencer showing approximately 340 bases of 
sequence, including a C at position 199, which appeared to correspond to position 6912 
of the IL-1 beta sequence. Declarant also indicated that the specification taught that 
allele 1 was the more frequently occurring allele in nature, and so it could be considered 
the wild type allele. 

In response the PTO notes the following. There is no doubt that Applicant has 
discovered that there is a polymorphism at position +6912 of the IL-1 B gene. There is 
no doubt that the previously published sequence had a guanine at +6912 and that 
Applicant amplified a portion of an IL-1 B gene and discovered a cytosine at +6912. 
However, Applicant's arguments and the declaration do not provide sufficient evidence 
to show that Applicant was in possession of amended SEQ ID NO:2, and the sequence 
set forth in amended Fig. 2, at the time of filing. These sequences are 9721 bases in 
length, and differ from the prior art IL-1 B sequence (GEN XO4500) only at position 
+6912, which has been converted to C from G. However, neither the specification nor 
declaration as filed supports a 9721 nucleotide sequence of IL-1 B with a C at the +6912 
polymorphic site. The originally filed SEQ ID NOS: 1 and 2 and Figures 1 and 2 all 
disclosed a G at +6912. The specification at page 36 shows that the polymorphism 
was detected on a 403 base PCR fragment of the IL-1 B gene, and the declaration of 
3/2/01 , shows about 340 bases of sequence comprising the polymorphism. This does 
not provide support for the 9721 bases of sequence in amended SEQ ID NO:2 and Fig. 
2 that have a C residue at the polymorphic position. Since polymorphisms can occur 
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throughout a molecule, one cannot assume that there are no other polymorphisms 
linked to position +6912 within the 9721 bases of the IL-1B gene, and that the sequence 
of the rest of the 9721 nucleotides is identical to that reported in the prior art. As such, 
absent supporting evidence, one cannot simply assume that the Applicant was in 
possession of amended SEQ ID NO:2, or Fig. 2, at the time of filing. The declaration 
fails to provide such evidence. 

In addition, the changes to the specification which reverse the designations of 
"allele 1" and "allele 2" appear to represent new matter. Applicants state in the 
arguments "the sequencing revealed a novel G to C mutation that is referred to herein 
as the IL-1B(+6912) allele 2." There is no disclosure in the specification to indicate that 
this is the case. The specification as filed does not refer to the "C" allele of this 
polymorphism as allele 2, instead it very clearly defines the "C" allele of this 
polymorphism as allele 1 (See specification page 6, line 31 and specification page 38 
line 1 1 which exemplifies a probe to allele 2). It is established that "An amendment to 
correct an obvious error does not constitute new matter where one skilled in the art 
would not only recognize the existence of error in the specification, but also the 
appropriate correction (MPEP 2167.03(11))." Thus, one must determine whether or not 
the correction of the specification herein is an obvious error. 

Applicants assert in the di Giovine declaration that the "cytosine" allele of the 
disclosed polymorphism was referred to in the laboratory as "allele 2" of the two 
possible polymorphic alleles (declaration U 6). However, this is not supported by the 
specification. The specification very clearly identifies allele 1 as being the cytosine 
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allele and allele 2 as being the guanine allele on page 6, line 31 , and is consistent with 
this definition throughout. The examples teach the amplification of a 403 bp fragment of 
the 3'UTR of the IL-1 B gene and sequencing of the gene and discovery of a novel C to 
G polymorphism (Example 1, beginning on p. 37). 

Applicants teach in example 2 that the IL-1 B allele 2 was found in a population of 
820 individuals at a frequency of 0.266. In the declaration, applicants state that "allele 1 
is the more frequent allele and may therefore be considered the wild-type allele." In this 
example applicants teach a probe for allele 1 (SEQ ID NO: 8) which has a "C" at the 
polymorphic position, and a probe for allele 2 (SEQ ID NO: 9) which has a "G" at the 
polymorphic position. The remainder of the examples refer only to the alleles by their 
numerical identifiers. 

A possible explanation for the disclosure in the specification which is consistent 
with the data and examples presented in the specification is as follows: 

(a) There is a known version of the IL-1 B gene which has a G at position +6912. 

(b) Applicants sequenced a PCR fragment of the 3' UTR containing this position. 

(c) Applicants discovered a C at this position in the PCR fragment. 

(d) Applicants screened a population of 820 people and discovered that the "C" 
allele is more frequent. Applicants assigned the arbitrary designator "allele 1" to the "C" 
allele. Applicants assigned the arbitrary designator "allele 2" to the "G" allele. 

Applicants have provided another possible explanation of the specification which 
is contingent upon a recognition that there was an error to begin with. It is not clear 
from the specification as filed that applicant even erred in their reference to the 
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particular alleles. In fact, the specification as filed appears to be totally consistent with 
itself in reference to allele 1 and allele 2 as being a "C" for allele 1 and a "G" for allele 2. 
Thus, it does not seem that the error would have been recognized on its face by a 
reading of the specification by one skilled in the art, and more to the point, even if the 
error were clear, the solution to the problem is not readily apparent from a reading of the 
specification. 

Applicant is required to cancel the new matter in the reply to this Office Action. 

Claim Objections 

Claims 54-57 are objected to objected to under 37 CFR 1 .75(c), as being of 
improper dependent form for failing to further limit the subject matter of a previous 
claim. Applicant is required to cancel the claim(s), or amend the claim(s) to place the 
claim(s) in proper dependent form, or rewrite the claim(s) in independent form. Claims 
54-57 are drawn to the isolated nucleic acid of claim 46 further comprising a label, or 
bound to a solid phase support. However, claim 46 is drawn to an isolated nucleic 
acid consisting of a nucleic acid sequence. The claim uses closed language to 
describe the nucleic acid. As a result, claims 54-57 do not further limit the isolated 
nucleic acid set forth in claim 46, instead, they improperly add matter which is not 
accounted for in claim 46, i.e. a label or a solid support. Because they do not further 
limit claim 46, but instead broaden it, claims 54-57 are improper dependent claims. 

Claim 70 is objected to because "nuleic" is misspelled. Claim 70 is also objected 
to because of the relationship implied by the phrase "second nucleic acid comprises a 
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vector" is inverted for many embodiments. The term "vector" embraces a broad scope 
of compositions including e.g. plasmids, viruses, liposomes, polycationic polymers, 
microspheres, and other particulate compositions. In the context of a plasmid vector, it 
is reasonable to say that a nucleic acid may comprise a vector, particularly in the form 
of a "vector backbone." However, in situations where the vector is a virus or other 
particulate carrier associated with a nucleic acid, the vector comprises elements that are 
not nucleic acid in nature, i.e. proteins, or lipids, or polycations, or particles, that while 
associated with the nucleic acid, are not "comprised" by it. Instead it is more 
conventional to say that the vector comprises the nucleic acid because the vector 
generally encapsulates or otherwise mediates delivery of the nucleic acid. IN order to 
clarify the claim, it is suggested that the word "is" should be substituted for the word 
"comprises". 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

New Matter 

Claims 34, 46-64 and 70 rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 



Application/Control Number: 09/247,874 Page 10 

Art Unit: 1635 

one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The rejected claims are drawn to SEQ ID NO:2, or to fragments thereof 
comprising position 8845 (which is the same as IL-1B position +6912 discussed above). 
As discussed at length above, one of skill in the art could not have come to the 
conclusion that Applicant was in possession of SEQ ID NO:2 (as amended) at the time 
the invention was filed. SEQ ID NO:2 as amended is 9721 bases in length and 
contains a C residue at position 8845 that has been identified as a polymorphic position. 
However, the specification as filed did not disclose a 9721 nucleotide sequence with a C 
at position 8845, and the addition of such a sequence to the disclosure represents new 
matter such that one of skill in the art could not come to the conclusion that Applicant 
was in possession of SEQ ID NO:2 at the time of the invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 53 is rejected under 35 U.S.C. 102(b) as being anticipated by Brennan (US 
Patent 5,474,796, issued 12/12/95). 
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Brennan teaches an array of isolated oligonucleotides comprising every 
conceivable 10mer oligonucleotide sequence. See column 9, lines 48-55. Thus 
Brennan teaches every 10 nucleotide complement of SEQ ID NO: 2. this rejection can 
be overcome by amending claim 53 to require complementarity to the entire length of 
the nucleic acid of claim 46. 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, John Leguyader, be reached at 571-272-0760. The official central fax 
number is 703-872-9306. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to (571) 272-0547. 



Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 



Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 



Conclusion 



For all other customer support, please call the USPTO Call Center (UCC) at 




-786-9199. 



DAVE T.NGUYEN 
PRIMARY EXAMINER 



Richard Schnizer, Ph.D. 



